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RY C. DEUTSCH 



REQUEST FOR CORRECTED PUBLICATION UNDER 37 CFR l-221(b) 

Dear Sir or Madam: 

It is respectfully requested that a Corrected Publication be issued in connection with the 
subject patent application in accordance with the provisions of 37 CFR 1.221(b), as follows: 

(A) This request is filed within two months of the date of patent publication; and 

(B) The publication contains a material mistake made by the US Patent Office in claims 
8, 9 and 10 by incorrectly identifying the scope of the claim by stating that "R 5 
represents a straight or branched alkyl group," rather than the correct scope 
of -R 5 represents a straight or branched Cj,^ alkyl group.— The specification 
also contains errors that contribute to the material error of the claims by 
presenting further eTror in the definition of the R 5 substituent. See paragraph 
[0018]. 

The mistakes in the claims are material, because the errors occur in the claims and 
affect the ability of the public to determine the scope of the provisional rights that applicant 
may seek to enforce upon issue of the patent. 
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In support of this Request, please find attached 

i) a marked up copy of the relevant pages of the publication (Attachment A); 



It is noted that the claims of the publication were properly taken from a preliminary 
amendment filed on January 6, 2006, but the published claims are in error with respect to the 
claims of the preliminary amendment. 

Because the listed errors first occurred in the printed publication, and thus are not due to 
Applicant's mistake, no fee is required in connection with this Request for Corrected Publication. 
However, if any fees are found to be required, please charge the fees to deposit Account No. 50- 
1775. 



and 

indication of where in the specification as filed the relevant text 
corresponding to errors (both material as listed above and non-material) to be 
collected by Corrected Publication (Attachments B and C). 



Respectfully Submitted, 





Dale A, Bjorigtffan, Reg. No733^J84 
Customer No. 33,072 
Phone: 651-275-9811 
Facsimile: 651-351-2954 
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FflrmillA (I) 




wherein R 1 represents d steroid or a dcrivutive thereof 
having a hydroxy 1 group in 3-positioa and no farther unpro- 
tected liydroxyl groups; and R 2 represents a straight or 
branched C,_* alkyl group or h hydroxy] group. 

[0013] The method of the present invention comprises the 
step of: reacting a compound of general formula •fXH): ~ 

(xuu 

Fonrnil* (XUI) 




O— Tf 



wherein each R 4 mdcpcndemJy represents a bcrwayl, acetyl 
or pivolyl protecting group; R* represents a pivolyl protect- 
ing group; R* represents a chJoroacotyl protecting group; K 9 
rcprcBcnts a benzoyl, acetyl or pivolyl protecting group and 
Tf represent n inflate leaving group; with u compound of 
general formula QCIV): 



HO-R' 



itannwlft (XIV) 



wherein R ! Is as defined above, 

10012] xo yicW a compound of general formula (XV); 



OR* 



or* in 8 



era 6 



Formula [XV) 



ose of general formula (1) by any suitable method known in 
the uri. A particular preferred procedure U described in detail 
below, 

[0014] Furthermore, the present application provides ste- 
roid modified solatriosc compounds of general formula (]) as 
defined above, wherein R* reprwonui a comatidin-3-yl, 
demUsidfa-3-yl, solanidin-3-yl or solnsodin-3-yl group. 

[0015] A further object of the present application is tfw 
provision of intermediate compouodii useful for the synthe- 
sis of the steroid modified solaniose of general formula (1) 
defined above, namely: 

[0016] A compound o f general formula (XVil): 



Formula (XVII) 




OR' 



wherein R J , R a , R*, R 6 , and R 9 arc as defined above, 

[0017] A compound of general formula (XV) as defined 
above 

[001 $] A compound of general formula (X): 



0*« 



Formula PQ 



wherein R fi , R 8 and R° are as defined above; and R s reprc- 
sents a straight or branched C UM aBcyl group or 
group optionally rmhstituted with one or more 
groups, halogen atom such as Cl, Fj Br or 1, or Nc^roim 
A compound of general formula (XJJ); 



Formula £01) 





wherein R l , R 6 » R B and ft 51 arc as defined ubove. 

[0013] The compound of the above general formula (XV) 
may be transformed id the desired steroid modified solatri- 



wherein R 4 , R*, R d , R 8 and R* am as defined above. 

[0019] Further embodiments of the present application are 
described in the dependent claims. 
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[0030] Sutwoqucmly, the 011 group in 6-posiiion is selec- 
tively protected in step p) using a bulky protecting group 
id yield a compound of general formula (VI) 

Fomuito (VI) 




wherein R 5 is as downed above; and R s is a pivolyl, benzoyl 
or substituted benzoyl protecting group, whereby tJic eub- 
suroems are selected fiom alkyl groups such as methyl, 
halogen moms such as CI, fr, F, midland NO*. Preferably 
K 6 represents a pivolyl protecting group. 

[0031] In a preferred embodiment Ibc reaction may be 
carried out using pivolyl chloride in dry dicuorarnethano in 
die presence of pyridine. 

[0032] In Blnp (E), ihe OH groups in 3- and 4-pesmon are 
selectively prelected with a keta) or aceud protecting group 
using standard conditions 10 yield a compound of geneml 
formula (VII): 



Fmiduln (VH) 




wherein and R tf are as defined above; und R 7 represents 
a ketol or acetal typo protecting group selected from ben- 
zylidcnc, 4-niut>benzylideno 1 4*mcihoxybcnseyKdene or iso- 
pTopylidene, In a preferred embodiment R 7 represents an 
iBopropylidono protecting group. 

[0033] The reaction is preferably carried out in a dipolar 
apToiic solvent such as dimethyl formamide (DMF) or 
acetone in the presence of acid catalysts such as p-toluene 
sulfonic acid or canrnhorsulfonic acid using * 2,2-dialky- 
ioxypropone or an optionally substituted dialkylben- 
zybdena. 

[0034] Suitable reaction lemperarures tango from ambient 
temperature to elevated temperatures. Preferably the reac- 
tion ia carried out at a tcrru^uiiu of 25° C. 

[0035] Moreover, the OH group in 2-positiou is protected 
in step (F) hy reacting mo componnd of general formula 
(VH) with chloroacelyl chloride to yield a compound of 
general formula (Vm): 

Fflmnjla(Vni) 




wherein R 5 , R 7 and R* are as defined above; and R a repre- 
sents a chloroacetyl protecting group. 

[0036] The reaction may be carried out in a dry solvent 
such as dichbromeihane with a base such as pyridine or 
uiemylaiuine at a temperature of from 0° C. lo 25° C. 

[0037] In step (G) the compound or general formula (VJTJ) 
is deprotectcd to yield a compound of general formula (IX): 

Formats. (IX) 




wherein R A , R 6 and R B are as defined above. 

[003$] Depmtection may be earned out under acidic con- 
ditions by treating wilh aqueous acedc acid, aqueous uif- 
hioraDcetic acid or mineral or sulfonic acid. 

[1)030] In step (H) the compound of general formula (DC) 
is reacted with a nialkylcoinoocetate, benzoato or pivolate, 
wherein the olkyl residues have 1 to 4 carbon atoms, to form 
an 3,4-anho ester which is subsequently migrated to the 
axial 4-position under ucidic conditions to yield a componnd 
of general formula (X): 




wherein R s . fc fl , R H are as defined above and R 9 is an acetyl, 
benzoyl or pivolyl pmaicimg group. In preferred embodi- 
ments R p represent an acetate or benzoyl protecting group, 
which may he introduced by means of trimethyl or triethyl 
orthoacetaw or benaeare, most preferably irimethylonhonc- 
etate. 

[0040] Step (H) may be conducted in on inert organic 
solvent such as acetoniirile. 

[0041] Preferably the reaction is carried out in the pres- 
ence of a catalyst. Any conventional catalyst used in carbo- 
hydrate chemistry may bo employed. Particular preferred 
catalysts include p-ioluenesu!fonic acid, or camphor gul- 
Ibnic acid. The most preferred catalyst iB fptoluenesu]lbn]£ > 
add, ^ f # f iteyi^S U IT Of l 

[0042] The reaction may preferably he carried out under 
anhydrous condiuons m the presence of a water dclriicung 
means such as 4 A mol sieves. 

[0043] The tree OH group in 3-rwsrtion is reacted in step 
(I) with u protected halogen glucose derivative of general 
formula (XI): 
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5. The method according to claim 4, tehcr comprising 
the step of: 

selectively pioiccDJifi tho OH group in the 6-position of a 
compound of formula (V) as defined in claim 4 with 
pivolyl chloride using srandard conditions ra yield a 
compound of genera] formula (VI): 



Tomuila (VI) 



OR* 




more C,^ alky] groups; R* is a pivolyl, benzoyl or uubsri- 
. mied benzoyl protecting grouty hereby tha Rubmiwems are 
selected irom alkyt groups such as methyl, halogen atoms 
Bucb us CI, Br, F, and I and N0 2 und R 7 represents a keud or 
acetal rype protecting group selected from the group con- 
sisting of benzylidene, 4-uitroben7yltdene 1 4-inemoxybeih 
^tidene and isopropylidcnc; and R fi represents n culoro- 
ucetyl protecting group. 

fi. The method according to claim 7, further comprising 
the step of: selectively deprmecting tho OH group in 3- and 
4-posirion of ihc compound of general formula (VH1) as 
defined in claim 7 using standard conditions, to yield a 
compound of general formula (IX): 



wherein R 3 represents a straight or branched C lml ^ alkyl 
group or u phenyl group optionally BuhslHuted with one 
or more alicyl groups; und R* is a pivolyl, benzoyl 
or substituted benzoyl protecting gmup, whereby the 
subfitinienis are selected from alkyl groups such as 
methyl, halogen utoms such as Q, Br, P, and I and N0 2 

6. Tho method according to claim 5, further comprising 
the mop of; 

selectively protecting the OH groups in 3- and 4-position 
with a ketal or acctal protecting type protecting group 
using autndaid conditions, to yield a compound of 
general formula (VII): 



Fenny Ia (IX) 



.0 OR 4 



Formula \yj\) 




wherein R s represents a straight or branched C M $ alkyl 
group or a phenyl group optionally substituted with one 
or more C,^ alky! groupB and R* is a pivolyl, benzoyl 
or substituted benzoyl protecting group, whereby tho 
subsiituents are selected from aftyl groups such as 
methyl, halogen moms such as CI, Br, P, and 1 and NO a ; 
and R 7 represents a ketal or scotal type protecting group 
selected from the group consisting of benzylidene, 
4-nitrobun2ylideatf, 4-metlioxypfln'jy lidene and isopm- 
pylidene. 

7. The method according to claim 6, farther comprising 
the step of: protecting the OH group in 2-position of the , 
compound of general formula (VD) as defined in claim 6 
with cblozoacetyl chloride using smndurd conditions, to 
yield a compound of general formula (VTL); 



FoimulftCvmi 




wherein R s represents a straight or branched C M4 alkyl 
group or a phenyl group optionally substituted with one or 





Cm4 



wherein R s represents a straight or branuhed/Cj^filkyl 
group or a phenyl group opiionnlly substituted wTttTone or 
more alkyl groups; R* is a pivolyl, benzoyl or substi- 
tuted benzoyl protecting group, whereby tho subfltirucnis are 
selected from alky] groups such as methyl, halogen atoms 
such as Q, Br, F, and I and N0 2 ; und R* represents a 
cbloroucety] protecting group. 

y, Tho method according to claim 8, farther comprising 
the step of: 

reacting the compound of general ibrmulD (DC) with a 
trialkylorthoaceiate, benzoate or pivolate to form an 
3,4-orthor osier which is subsequently migrated to use 
axial 4-posiiion under acidic conditions to yield a 
compound of general formula (X): 



Formula. (X) 




Cm* 



wherein R 3 represents a straight or brancheo^i^llky] 
group or a phenyl group optionally Bubadmu^wtm one 
or more alkyl groups; R 6 is a pivolyl, benzoyl or 
substituted' benzoyl protecting group, whereby the sub- 
stiiucnts are selected from alkyl groups such as melhyl, 
halogen atoms such an CI, Br; F, and I and NO a ; R B 
represent a culoroacetyl protecting group; and R 9 
roprcRcnui a benzoyl, acetyl or pivolyl protecting group, 

10. The method according lo claim 9, lurcher comprising 
the step of: reacting the OH group in 3-posilion of the 
compound of general formulu (X) as defined in claim 9 with 
a protected hulOgen glucnuo derivative of general I'onnulu 
(XI): 
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OR 1 



Formula (XXJ 



R<0 I 



wherein R 4 independently represents n benzoyl, acetyl or 
pivolyl protecting group; and R iD represents a halogen 
atom, a rrichloroyrcurmdiaie group, or a ihioaltyl 
group haying 1 to 14 cqrboq qiozns, lo yield a com- 
pound of general formula (XTT): 



protecting group; R !l rcpresenta u benzoyl, acetyl or 
pivolyl protecting group* and Tf represents a inflate 
leaving group. 
12. The method according to cluim 13, further comprising 

the Step of: 

selectively deprotccting the OH group in the 2-poailion of 
me compound oT general formula (XV) 

fc>ni\UlA (XV) 




Formula POL) 



OJC* OR 6 



whomin R 4 independently represent* a benzoyl, acetyl or 
pivolyl p rotecting group, R* represents a straight or 
1 trftachcrKj^Jltyl group ox a phenyl group aptlonaDy 
mbidimtahwlm one or more C lw4 nlkyl groups:, R° is a 
pivolyl, benzoyl or substituted benzoyl protecting 
group, whereby the iubstiiuents are selected fiomalkyl 
groups such as methyl, halogen moms such as CI, Br, 
F, and 1 and N0 2 ; R represents a chloroacetyl protect- 
ing group; and R° roprcscnte a benzoyl, acetyl or 
pivolyl protecting group. 

11- The method according to claim 10, furtoer comprising 
the step o£ 

activating the compound of general formula (XJI) a? 
defined in claim 10 by oxidizing the ihio ether group to 
a sulfoxide using hydrogen peroxide, and subsequently 
treating the resulting intermediate with inflic anhy- 
dride, to yield a compound of general formula (XHI) 



wherein R' represtois a steroid or a derivative thereof 
having a hydroxy] group in 3-poiriiioa and no further 
unprotected hydroxyl groups; R 6 represents a pivolyl 
protecting group; R B represents a cnloroacetyl prousct- 
ing group and R" represenb; a benzoyl, acetyl or pivolyl 
protecting group-, 

using ihio urea in the presence of a merically hindered 
non-nuuleophilic base, and subsequently reacting the 
resulting imermediate with a protected halogen rhan- 
mosc dcrivaitive of general formula (XVI): 



formula (XVI) 




wherein R 3 rcprcfienUi u tiimighr or branched Cl 4 alkyi 
group or o hydroxy! group; R* independently represents 
a benzoyl, acetyl or pivolyl proiectfng group; and R 10 
represents a halogen atom, a trichloroacet'unidiate 
group, or a thioalkyl group having 1 to 14 carbon 

atoms; to yield a compound of general formula (XVll)i 



Formula (X1U) 



Formula (XVIi) 




OTf 



rr 



wherein each R 4 independently represents a benzoyl, 
acetyl or pivolyl protecting group; R* represents a 
pivolyl prelecting group-, R* represents a chloroacetyl 



OK* Qtf/^ 




wherein R\ R 3 , R 4 , R rt , and R 9 are as defined above. 

13. The method according to claim 12, further comprising 
the step of: deprotectinft ihe compound of general formula 
(XVTI) as defined in claim 12, to yield ib* compound of 
general Ibrmula (I) 
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Indication of Location in the Specification As Filed 
Of Relevant Text Corresponding to Errors 

Page 3. line 7 

" .reacting a compound of general formula (XIII):" 
Page 5, line 5 

"...Ci-4 alkyl groups, halogen..." 
Pace 11. line 13 

*\ . .preferred catalyst is p-toluenesvilfonic acid. 
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Page 6. Claim 7 

". . .R 6 is a pivolyl, benzoyl or substituted benzoyl protecting group, whereby the 
substituents. . 

Page 7. Claim 8 

".. .wherein R 5 represents a straight or branched Cu4 alkyl group. . 
Pap ;e 7. Claim 9 

" . .wherein R 5 represents a straight or branched Cm 4 alkyl group. . 

Page 8, Claim 10 
. .R 5 represents a straight or branched Ci-u alkyl group. . 
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